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PEPTIDE DERIVATIVE AND ITS USE 

PURPOSE: To provide a peptide derivative containing an octapeptide unit of 
formula Glu-lle-Leu-Asp-Val-Pro-Ser-Thr and useful as an adhesion-inhibiting 
agent for animal cell and platelet coagulation and adhesion inhibitor to 
suppress the metastasis of cancer. CONSTITUTION: The objective peptide 
derivative of formula (R 1 and R 2 are H, 8-24C acyl or alkyl; n is integer of 1-3) 
is produced by reacting 1- benzylglycerol with 1-bromohexadecane in the 
presence of potassium hydroxide, reacting the resultant 1,2-hexadecyl-3- 
benzylgiycerol with hydrogen in the presence of Pd-carbon to obtain a 
dialkylglycerol such as 1,2-hexadecyI-glycerol, separately successively 
bonding protected amino acids according to the amino acid sequence of the 
objective peptide to synthesize a protected amino acid containing the 
octapeptide unit of formula Glu-lle-Leu-Asp-Val-Pro-Ser-Thr, bonding the 
protected amino acid to the dialkylglycerol in the presence of a condensation 
agent such as carbodiimide and deprotecting the product. 
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(54) [&«©«»] ^ymw»#t*©«a 



(57) [B»] 

*&«*©& *n**«(JE»tr*»«IBlB©««E 

-*a m 

(Glu-Ile-Leu-Asp-Val-Pro-Ser-Thr- [Gly ] )n-0Ca- 
CHWRM-CHzOR 2 

Sf, Glu . He , Leu , Asp , Val , Pro , Ser , Th 

r «, *n*ny^3>«, -<yn^-», a-fj/ 

>. 7X^5=¥>&, A*U>, 7°nU>, iz'J>, 

a-^assa*. Kiy ] i«tt£T«*»«wi*iWE 

bfcVsfU nBia>6 3ST?©««ft 

MM. U J'/tSWSttfc© g « tttffl T * * . 
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[»*K1] TSB-ISS CD T*3tt**79 t F« 
»**;!««■«>*. 
-*s£ C I D 

(Glu-Ile-Leu-Asp-Val-Pro-Ser-Thr- [Gly ] )n-0C&- 
CBXOR'KfcOR 2 

SW, GIu , He , Leu , Asp , Val , Pro , Ser , Th 

r b, ^n**n^;i/^5>^, -rvn-rs/>, a-fy 

>, 7X/15^>1S, A*U>. ynu>, t'JX hi/ 
*=>»*ft*T. [Gly ] J*S«ET****HB?¥fiE iff 
Lav^U5/>3fa*af. nBl #6 3 ST©*** 
«T. R 1 £<J:tfR 2 B, **&«t>Bft*ft8*>5 2 

«U WfeS. ^<Wl*ft*bTWT*±V». £fc. ft 

(D&mmfttt^mmM • mmm. 20 

[0 0 0 1] 

-T n-f -»-TX/t7*>»-/t'J >-7n >J > 

fcjwa^T^FiiWfcSfctt*©*. *.ktfi:nft# 

[0 0 0 2] 30 
[«E*©«tH 7Y?n**?>tt»IB-«US*»r© 

fflB-«©ailB*S©H:^-(c±D#^Sn, 7>< 

y>-TX/15^>S CRT. Arg-Gly-Asp t«f) 63 

(Nature, 309 . 30(1984)) . Arg-Gly-Asp Wft 40 
*#f « * U =f * 5 U tt* U ^ 7"? H * JB U SSBI&Wfc 
3nw*«*.tt\ Arg-Gly-Asp gBMSr^ -r$@4©fg 

OHM 6 **?** (Polymer Preprints, J 
apan) , 38, 3149(1989), #W¥2-174797lf) , Arg-Gl 
y-Asp ®m&tr?Z><73 L F*1ttM£WlWMntVTM 
^ZIjM f£M¥2-4716^) , Arg-Gly-Asp £@fefbU 
ft PMMA HftMfiSMfRtbTffll-ia** 

(Polymer Preprints, Japan) . 37. 705(1988 
*F))#*ftanTV>«. SSIC. #UV-tArg-Gly-As 50 



(#i¥l-309682^-, #H¥l-305960^) , Arg-Gly-As 

p-ser mmmtzm f *#^jw*Mjfi/h*« 

WBfcLT»V>*36rSs!*WRSttTV»« (&MH64-621 
7 ^) . Arg-Gly-Asp|a?'J§WTS^U^y'5 1 

V»T. tf^KfcftWMta^tttfttSftTV** (Int. 
J. Biol. Macroiol., 11 , 23, (1989), HS, 11, 226 
(1086) . Ipn. J. Cancer Res., 60 , 722(1989)), 
[0 0 0 3] «E7-fyn*jrf i >iHFrtlCBAr 
g-6lr-AspE?HfiWVCD||BS«K?II««#fi"r* £ ifcW 
6*>fcSn. ■tfflWtotL/TIII CS (typelll homo 
logyconnecting segment^Jgftt^ftfSCS 1^7 
?F W5>i-fyni , -»-n'fy>-7X^ 
5#>it-A>j >-7*nU >— fe'J >- F l/^-->Sl^J 
S-g-tT) «*ffiSanTH* (J. Biol. Chem., 262 , 68 
86(1987)) . CC'WFB, Arg-Gly-Asp <WHi 

n**?>©IMH»*ttK:*5bTV>*i:£fc#*.&n 

tv»5. »s*pb. zmmmvm'm&wjvts. 
>WL-4Vuj~»-n4~»-7Zrt5*>m->V) 
>-^nU>—fe'J>-M/*=> CKT. EILDV 

*tW6*>CSnTViS (J. CellBiol., 107, 2189(198 
8)) . 

[0 004] EILDVPSTEJIftirr-M-y 
rf^^F&S^tt^i^lbStl&rrs, >J#V 

[0 0 0 5] 

mmifiw&h^ttzmm *«w©b»b, ei 

©«!©@«B, cn**»J^i1-*IMWBIft©»*IB 

§fj*cfct;jfii/jN«m • z. 

ft. 

[0 00 6] 

M«ft«Rlrt-*fcB© s ?R] *5W!©fl:£*ft, TE 
-*5* cn 

(Glu-Ile-Leu-Asp-Val-Pro-Ser-Thr- [Gly ] )n-0CH2- 
5W, Glu . He , Leu , Asp , Val , Pro , Ser , Th 

r b, -en-6n^;p^5>K, ■fyn^fyx d-tj/ 

>. 7X/t5^>^, A*U>, 7DUX -k'JX FV 
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3 

*~>mm$k?. Kiy ] wwer ****v»B#a 
i/fev»yy 3/>«ai*«r. nBi*»6 3a-c©j»s 

»U l£fcB2*«ttfcffSbK R 1 £±tfR 2 B, 
#***V>BK*»8~2 4©It«a&tt»R07->^ 

V>T<bJ;V>. Jf£LHJB*RB, 1 2 #61 8 

S. X^7n'f*«*W*bV»*lil/TjR*n«. 7;v 
*>MltbTtt, 5UX?;I/S. Xr7 

3, 7, 11, 15-fh5/fJKtfl-TV' i 
**Wf*l/V>HtL.rjS*n6. R 1 , R 2 ttWCT 
( 1 ) CE?i]**j I ) 
Clu-Ile-Leu-Asp-VaI-Pro-Ser-1 



#Sff4-2 9 74 94 

K8SBL-, D-, 5-fe3#:©^TnTfe<fcV^t, L 

[0 0 0 7] *»WCDflS^«©jffSbV»«fflWtl/T 
B, *HJ*A*, *U£2»«. 7 
*5"*A& SBS. ««*. IWHa«fi|tMf6 

*58WBnn6fclB6n*t>OTrBa:V». 
[0 0 0 8] 

r-OCH, 

I 

CBOCi.H,, 
CH>0Ci t H>» 



( 2 ) (E?iJS^ 1 ) 
Ciu-lle-Leu-Asp-Val-Pro-Ser-Thr-OCHj 



CH3C.H,, 

I 

CHiOC.H. 



CIu-Ile-leu-Asp-Val-Pro-Ser-Tlir-DCH, 

CH0R* 
I 

CKiOR 

R'=(CK,) ! CH(CB,) ) CH<CH,)(CH a ),CH(CH,)(CH ! ),CH{CH J >CH t CH J - 

[0 0 0 9] 
lit 2] 
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C4) (E?l*? 1 ) 

GIu-I le-Leu-Asp-Val-Pro-Ser -Thr -BCHt 

CH0C,,B JS 
I 

CH.OCH,, 



<t&8s (5) (BMt^l) 
Ctu-lle Leu-Asp-Val-Pro-Ser-Thr-OCH. 



CKOCOd. 
I 



(Glu-I le-Lea-Asp-¥al-Pro-Ser-Thr> I -OCH I 

ClOCDCHu 
I 

CB.OCIICH,, 

a? 

Glu-Ile-Leu-Asp-Val-Pro-Ser-Thr-Cly-OCH, 
I 

CHOCDC i rHa i 

I 

CMCOCuHji 

[OOlO] #?PJ©ft;#«;i. U-£7~*-t<Dl&5m 
ffli»»feJ:«JiU(Ef*P05SHfeft«qH»*n. EILDV 

psTffl&m>MM, jmvr, >j >/«**©*■»& 

[OOll] &te**ra®fl:£*©£riBfefc:3NTll91 50 
© mr$/$©M&®fi£<fc5«1^7°^] ;: ©£/& 

;v©^& 

@ {8KS©K3&.):tfM» 
;i/ (v»7->;W jru-tn-zwi, &»©*» 

ochemistry, 2 , 394 (1963) ) K<fc 13 S H tfflX 40 

sbm ^•frv&mmmtnm (*,» ^Bodans 

Zky * "PRINCIPLES OF PEPTIDE SYNTHESIS", "THE PRA 
CTICE OF PEPTIDE SYNTHESIS" (Springer Verlag, New 
Tor»fcl*SftTV>*;«rttJ9*V>mfc*STr**. * 
£KJS©KilgT«, DCC-additivefe 75? fi&B 

«J, 1 - 1 Hnt^^l/ r- U 7"/-)Vt 9*9 da^ 



9 murvtpyjwi (5? 

TfWn?W*T* Z.t\zi. D^riE-r* 

flaK*, hU7;^n^^>x;i/*>it-5 i ^7r:v- 
T»S!0«> &!SX©«gi££oTB3S>i;:^£^li:# 

[0 0 12] *BW©fl^ft*MRbTIWft«fi-r* 

ice, j|ia©*«#t^©^*«v»H^Mwaflw©flfffl 

©£-66T?ffoT>bJ:K #TO8!l£:LT», 

i?/W5 MJ^x^rg^nUX 5>5UX 
r-f^*X7 7?5 ; ;V3UX *X7r9 1 5?JI/X^>'- 

;P73X *X7r^>t- *X7r^>';MV5'h 
-;k *X7rf^ l Jta-;k X7^>rfsxu 
x *^j?*ijif>*Kft«sn*^«ts&tt#j*©» 

St, »*V>«hU r<>X-l 0 0, #Ulfl'>i"J3 

Ti^sna. &*>, ^ns©E^.a^MfcisLT 

ft, B **¥^1987^fSff©7 r;W->7 Ufa-No. 

22 mMmuami \zmm\zam^nr^K), z.nz 

©«f>*6aRt*ffl#^f*tV». 
[0 0 13] *SWIfc««»^*^#©l8H+©HR* 

cn *ea«nsft^«i©E^«ttWK»«anav> 

»*L <tt#«3WUfc*fl/rO. 1~9. 0 (SI 
it) ©E-&JtT**>. *&» XfD-^©iaft (09 
Aft*, nvxfn-jh /3-^hx^a-;K 
Xrn-Jk AM>Xfn-Ma fcfl&LT'&J; 

[0014] hr* cn T-mn%it£®t*)>mw 

OiJ#y-A»«iS1-ftto-6#^j'5'>a^! (J. Mo 
l. Biol., 13 , 238(1965)), 7Xdr—>3>^ (Bioch 
em., 8 , 344(1969)), 7l^>?M; (Neurosci. Re 
s. Prog. Bull., 9 , 273(1971)), X*/-;V&A8KB 
iochei. Biophys. Acta, 298. 1015(1973)) , 7k>f 
7VX& (FEBS. Lett., 99, 210(1973)), 3-;HW*£ 
i£ (J. Biol. Chem., 246 , 5477(1971)) , MJh>X 
(Eur. J. Biochem., 85. 255(197 
8)), Ca 2< -|K'&j£ (Biochem. Biophys. Acta, 394 , 4 
83(1975)), X-r-^ffiAfe (Biochei. Biophys. Acta, 
443 , 629(1976)), 7--U>^ (Biochem. Biophy 
s. Acta, 443, 313(1976)), <*£lttMtft& 0. Biol. 
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(5) 
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Chem., 252 , 7384(1977)) , W/0/WXV)^a> 
m (I. Colloid Interface Sci. , 62 , 149(1977)), M 
fil^S (Pro. Natl. Acad. Sci. USA, 75 , 4194(197 

8)) sn-c^sa*, #fgflj-ett±ie®^ 

[ooi5] *»w*e«v»sn**:/yFii»#©s& 

*T«4*KJ:'3T«4r*fl3){W*l/VJ. * Iff 

**#S«*.tf. ^fBSIJS0iJ-?^Tcfc 5 fc P B S CNaHk 
P0 4 5mM, NaCl 70mM) *&tt*S*a#fc£RLT, ft 

fc»KU&«, *»«*«S!lfcl/tt>«fcV>. c©|R±iB 
[0 0 16] SSfc, *58W<0^5 r 5 l HII»*tt, « 

a u # v - a fp kas b fcT-r * n * -t*.m \ trti 
j^7V-^©s5irrti«\ mb*£(^»e(Dttii 

MttSHJJMt^wti'JKoayEM (eildv 
PST) «TU K37EJB*^bTliB«f«tt^W« 

iftt^>/^S©7=f-Xh*fctt7>^-Xhi:L 
*©MllMm #««*f&«^ffl*OJ£llia:t«Stt«» 

[0017] vtctf'oT, *m<o^^mmmt, 

Bat««Bttt.fc««MMWII, MHMEN. ft&ffl 
HftJ, ifa/jN«^*WiIfJ*fcB#ig^Hte^Ji UTS 

V». *©K4*tt, 0. 2 At g/kg~4 0 Omg/kgfflf&ffl 
[0 0 18] HTt*38W©ft^*©^*«**m 

yet #a««u£*J:mR««K*Ha#fflv>6nTv» 

5lf£S^glfc. ffi©^-&^feJ:^(c*a| 
[0 0 19] 

mmm\ mmi 

2 ~ 7 fe C C ICfllwl/ftJ&lis^dET!**. 



Ci e Ha 3 0CH2 CH (OCi e Hs 3 ) Cft 0H©£f£ 
£« (Synthesis, 503, (1985))|B*©^)*fcj;DPSL 
fd-^>^Utn-)H2. 0 g£ h;n>3 0 0 
■lfc**U E©»«C»**Bft*U>>A16. Ogt 
l-^n^A+-trx*>-8 2g&JnA, KfSii^S8 

•&^*i)->4 0 OmlTf^Lfc. *2 0 0mlT2[lISfc# 

>/lfilfA'=4 0 : 1) Tffl«U 1. 2-3*\* 
*5 i ^;i'-3-A>j^'7'J-feD-;i/£41. 2 g OK* 
95. 5%) #fc„ ttftftttXft (Biochemisrry, 2 . 39 

4(i963))^a©^nt-^u& 0 
[0020] #e>nfci, 2-^A*-y-x^;v-3-^ 
>3>jl^U*n-ji*lMx^/k2 5 oiifcSMPU l 
0Xrt9i^A-*#l. BgftiPAT, E*fflG*ft* 

6 MM UT^T^^f U tn-M » H s b OCH2 CH(0C 
iiH»3)(H>0H&tteig& (34. 4 g) iL-T#fc. tttt 
«tt£ltt (Biochemisrry, 2 , 394 (1963) )ta«©^tt£ 
-JSLfc. 

[0 0 2 1] SI^^fFffl^ 
BocSer (Bz l)Thr(Bzl) OBz 1 (NO2 ) ©-&J* 
BocThr(Bzl)(BH{b¥ (*) (15. 5 g. 5 

Ommol) , *MV7u\ZfrX?-fr75.> (6. 4 6 g) . 

p-=hn^>JW7n5H (10. 8 g) , SKx^ 

(2 0 0ml) <D8B&tt* 3 ^WSD^SSfEUfc. SJS&S 

aaica**-e»»L.&«fc, 1 nb«#j!w- hj * a 

«f&*IS#ft2 0 0ilTft*U fc*8M:M- 

U T*fe«tlBocThr (Bz 1 ) OBz 1 (N0 2 ) £5t 
SWfc#fc. tnC^ODWA (10 0ml) , MJ7 
;W-nft& (5 0ml) SJnA., Sir? 3 Ofl-W&f&SU- 

jsatftate^sLfcfticffiixg 1 ^ (2 5 ono £ 

a*. 1 N^K**^- h U 9 gSft^ffi* 2 # 
2 0 0ilT«»U JfeWWH^hO^ATrftSLfc. « 

ft«*Ihr(B»l)0B«l(N0i) ftSaWKfffc. ^niCBocS 
er(B X l)(B*ft* (W *>S)iA) (14. 8 g. 5 Omm 
ol) . DCC (11. 4 g. 5 5mmol) . HOBt(6. 9 
g, 4 5fflmol) . DMF (15 0ml) *J0*., 0t;T3 
om afit?2 4«HBlE«S*&. DCUrea m£ 
i/DD*)VAl 0 Oml SJD 
;L lN^i?7jc^±r-'J^A*)§^. gSfa^*#2 0 
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40:1) KJ;Di(fSU BocSer (Bzl)Thr (Bzl)OBzl 
OKh)ft*lfi»«« (28. 3 g) tbTfffc. 
BocProSer(Bzl)Thr(Bzl)OBzl(N0 2 ) 



9 



(6) 




7c. 

BocGlu(OBzl)IleLeuAsp(OBzl)ValProSer(Bzl)Thr(Bzl)0 
Bzl(NO s )ffl^ 



BocSer(Bzl)Thr(Bzl)0Bzl(N0 2 ) (28. 0 g. 4 5mmo Boc 1 1 eLeuAsp (OBz 1 ) Va lProSe r (Bz 1) Thr (Bz I ) OBz I (N0 2 ) 
1) , BocPro (H*fc* m ftBmX) (9. 6 9g. (33. 7g, 2 7mmol) . BocGlu(OBzl) (H*fc* 



(6. 1 g, 4 Ommol) , DMF (1 5 Oml) ftfll*., 0 g, 3 Ommol) . H0Bt(3. 8 g, 2 5mmoI) , DMF 



£|Sfc£b;fc&fci8«E£irtEEHSU ^nn*;i/A10 0 O2) ©•a-^i^Htcfrofc. BocGlu(OBzl)IleLeuAsp(OB 
m&flq*., lN^KTfcDf^-h'J^/**^ ffift&lzK 10 zI)ValProSer(Bzl)Thr(Bzl)0Bzl(N0 2 )&^fifflWtl (3 

#2 0 OilTffifrU **SM*MJ9At?*«bifc. 4. 1 g) fcbTttfc. 

SES^-hU^iiS^jISbTl^t. SjKSi&EfffibTi' BocGlu(OBzl)IleLeuAsp(OBzl)ValProSer(Bzl)Ihr(Bzl) 

*9J-)\ 99:1) (CitJfflSIb, BocProSer(Bzl) BocGlu(OBzl)IleLeuAsp(OBzl)ValProSer(Bzl)Thr(Bzl)0 

Thr(Bzl)0Bzl(N0 2 ) (29. 8 g) tbT# Bzl(N0 2 ) (1. 4 7 g, lmol) fi90Xffil (4 Oil) 

&. fc»«b. liSS* (0. 3 2g, 5mmol) fciD*., OCT 

BocValProSer(Bzl)Thr(Bzl)0Bzl(N0 2 )©^ 2 Bf HrjjgiBT 1 P#[WrS#bfc. a#-r6Sftfe<5»U 

BocProSer(Bzl)Thr(Bzl)0Bzl(N0 2 )(28. 8 g> 40mmo 5lSffil8U ^X^KSHPATKttlCbimxg 1 

1) , BocVal (HSft¥ («0 *>6»X) (8. 7 g, 4 ^»Bb&. *K*HJtf AT?«jib&«K:, MH« 
Ommol) > DCC (9. 3 g, 4 5wwl) , HOBt(5.4 20 HbT^'J JltfiVZW? YtfvV WBStL 

g, 3 5mmol) , DMF (1 5 0ml) £Jn*., BocProSe *JW*/**/-/l' 99:1) IcJjDHWU BocGlu 

r(Bzl)Thr(Bzl)0Bzl(N02) ffl-&J*tH«Kff ofc. BocV (OBzl)IleLeuAsp(OBzl)ValProSer(Bzl)Thr(Bzl) 

alProSer(B»l)Thr(Bzl)OBiiaroi)««fitttt» (29. 4 fflttflr (0. 9 7 g) tLTflfc. 

g) £bT#fc. [0 0 2 2] m.^^tV7)^)W)^n~m 

BocAsp(0Bzl)ValProSer(Bzl)Thr(Bzl)0Bzl(N0 2 ) 

BocValProSer(Bzl)Thr(Bzl)0Bzl(N02) (28. 6 g, 3 5 BocGlu(OBzl)IleLeuAsp(OBzl)ValProSer(Bzl)Thr(Bzl)0 

uol) , BocAsp(OBzl) (HSfls* («e) (1 <&CH(OCiiBji)C& (O&iHii)©^ 

1. 3 g, 3 5mmol) , DCC (8.3g, 4 Ommol) . H BocGlu(OBzl) IleLeuAsp(OBzl)ValProSer(Bzl)Thr(Bzl) 

OBt(4. 6 g, 3 Ommol) , DMF (15 0ml) SJP (0. 9 3 g, 0. 7mmol) , Ci.HasOCfcCHttCis&sJCfcOH 
BocProSer (Bz 1 ) Thr <Bz 1) OBz 1 <N0 2 ) Vis&tWmt 30 (0. 3 8 g> 0. 7mmol) . DCC (0. 1 7 g, 0. 8mmo 

frofc. BocAsp (OBz 1) ValProSer (Bz 1) Thr (Bz 1 )0Bz 1 (N 1), !?ua*)VA (5 0ml) SflTJ*., 0fe30» 

02) Itmmmk (33. 7 g) tLTWc HI. fflTC2 4P#HILRj6;Sli;fc. DCUrea SBfcSbfc 
BocLeuAsp(0Bzl)ValProSer(Bzl)Thr(Bzl)0Bzl(N02)ffl-& &K:$JR£Sffig£b, ^nn^JVAl 0 Oml Sill*.* 
j& 1 t- U 9 A*m 2 0 0ml 
BocAsp(OBzl)ValProSer(Bzl)Thr(Bzl)OBzl(N02)(32. 7 Tfft&U **«»^h'J9AT?«jlb&. ilH^MJ 
g, 3 2mmol) , BocLeu (HSfc* «*) fr&UA) frASSabTHf*. 5**«EW8bTi''J*y^'f 

(7. 4g. 3 2mmol) , DCC (7. 2 g> 3 5mmol) , wYVvVj- Qftffitt 

HOBt(4. 8g, 3 Ommol) , DMF (15 0ml) £Jn 99 : 1) K«t0*«U BocGlu(OBzl)IleLeuAsp(OB 

A, BocProSer(Bzl)Thr(Bzl)0Bzl(N0 2 ) ©6J8fcH»fc zl )ValProSer (Bzl )Thr (BzDOCE. CE(0Ci e Ha 3 )CH 2 (OCeH 
ft-ztt. BocLeuAsp (OBz 1 ) ValProSer (Bz 1 )Tlir (Bz 1 ) OBz 1 40 ss)£B©&* (1. 0 4 g) ibT#fc. 

(NO. ) £*S&?BJtf ft ( 3 3. 5 g ) t bT#fe. [0 0 2 3] 8S^S*<tD ! Sffi 

BocIleLeuAsp(OBzl)ValProSer(Bzl)Thr(Bzl)OBzl(N0 2 ) ft&m (1) ©£$ 

BocGl u (OBz 1)11 eLeuAsp (OBz 1 ) Va 1 Pr oSer (Bz 1 ) Thr (Bz 1 ) 0 

BocLeuAsp(0Bzl)ValProSer(Bzl)Thr(Bzl)0Bzl(N0 2 ) (3 CfcCH(0Ci6Hss)CHj (OCieHss) (1. 0 4g, 0. 6mmol) \t 

3,Og, 2 9mmol) , Boclle (H#fbf= Of*) 9uui£)Vk (2 0ml) . hU7)l*U&& (2 0ml) 

A) (6. 7g, 2 9mmo!) , DCC (6. 8 g, 3 3mmo £JQA, SHTC3 0#KKJS3iffc„ »«tft«EE«*b 

1) , HOBt(3. 8 g, 2 5mmol) , DMF (15 0m fc^Kjaa^M (5 0ml) SJqA, 1 N^K*^ 

1) SJPA, BocProSer(Bzl)Thr(Bzl)0Bzl(N0 2 ) ©£jfc h«J9A*«P«, 5 OmlT&^U *** 

iH«fcfrr>&. BocIleLeuAsp(OBzl)ValProSer(Bzl)Th fc* MJ 9A-e«*Lft. ««^h'Jf A*531bT» 

r(Bzl)0Bzl (NOz) (34. 1 g) <hbT# 50 5^£MK»^bTefe^*H-Glu(0Bzl)IleLeuAsp 



4 5mmol) , DCC (10. 3 g, 5 Ommol) , HOBt 



(M) frZMA) (9. 1 g, 2 7mmol) . DCC (6. 2 



W3 0m mmt2 4mmfot<litc. DCUrea 



(15 Oml) BocProSer(Bzl)Thr(Bzl)OBzl(N 
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(7) 



#|»¥4-2 9 7494 



11 



12 



(OBz 1 ) Val ProSer (Bz 1 ) Thr (Bz 1 ) OCH2 CH(0Ci e ft a ) CB, (OC 
i 6 H s3 ) JMffiL Ztimm (5 Oil) fcigffi 

u, 1 o%n??v&fcmi gSfln*., gMT^EJu* 
*^&2 4Wfrefrofc. •fey-f hSffl^TWSfcsgij 

- GgffltS jnnWA-^?;-^-* 65:2 
5 : 4) (CctO^SL. ftfttt (1) £7 3 Oog#£. 
[0 0 2 4] FAB-MS 1 3 9 4 (M-H) 
73y$##r:Glu(0.95), Ile(l.ll), Leu(1.03), Asp 
(0.98), Val (0.89), Pro(0.99), Ser(0.92), Thr(0.89) 10 

STFWt&M (2) cd^WStrI". 
[0 0 2 5] mUB*®#£Ktsfctf», fc£<» 

(2) S-g-j&bfc. l-7ntA*itT;fr>£l-7*n 

ft. 

FAB-MS 1 4 5 0 (M-H) 
73/&#8r:Glu(1.04), lied. 09), Leu(1.09), Asp 
(0.91), VsKO.97), Pro(0.90), Ser(0.83), Thr(0. 80) 

sum 3 » 

KTfcfcfc* (3) ©fcjSWftjj??-. 
[0 0 2 6] 1E«©*SICU&««V>, 

(3) ft^rtl/fc. l-^n^A^-9-^*>£l-3- 
H-3, 7, 11, 1 5-rh-5p<^Jl/A^-9-x*>K 

FAB-MS 1 5 0 7 (M-H) 
75./K##t:G1u(0.96), Ile(1.05), Leu(0.97), Asp 
(1.00), Val (1.13), Pro (0.91), Ser(0.82), Thr (0.85) 

KTfcflS** (4) (DG&MZm?. 30 
[0 0 2 7] 3ttMllB*©35rflsfcLfc]M>, fcfc* 

(4) l-^ntAWfA>S;l-^ 
tFf*> I'SOSl/T^L) -fe D-AWtfM^A hit. 
FAB-MS 1 2 8 2 (M-H) 

:Glu(1.07), Ile(1.06), Leu (1.08), Asp 
(1.03), Val (1.09), Pro(0.94), Ser(0.77), Thr(0.81) 

mm 5 

KTfcfc'&ft (5) (D&l&M&Kt, 
(6) , (7) feJldcWSLt^-P^JST**. 
[0 0 2 8] %M (Synthesis, 503(1985)) £ft©#tt 47 
fc * D ■« 1 - * >5Wy U * B 1 8 g ttMfc 
^^1/>1 0 OHlfcWfcU MJk?n'JF5 5 
g, h'JX5 1 ;P75>'2 0. 2 gSJnA, S*T12&1J 

Jt#L,&. i nshi**:*- r- i) 9 ®?n 
&it*£l 0 OnlT&HIifc&U MJ 7A"C 

*«ii/Tv'U*y;P'^avh^77^- (.mam a* 

:mmx<?)l> 4 0:1) Kit)»SLL.fc. 1, 2 
WMtkLTQ 0 g#fco E(T> *JS0J 1 aa«©3Erft*Cfl5 50 



(5) e^*i/fc. 

[0 0 2 9] FAB-MS 1 4 2 2 (M-H) 
73/&#«r : Glu(l. 10), IIe(0. 99), Leu (1.05), Asp 
(0.98), Val (1.01), Pro (0.99), Ser(0. 88), Thr (0.83) 

mm 6 

STflZitS® (6) ©£jfc«*jRT. 
[0 0 3 0] **«5B«©*ffiKL&#»K fc£f> 

(6) Zftf&LTz, fiMi^^H ©■&««. BocGlu(0Bz 
l)lleLeuAsp(0Bzl)ValProSer(Bzl)Thr(Bzl)0Bzl(NO2)€r 
h 'J 7JW-0»«T?aaUTBoc 8£B£SLfcGlu(0Bz 
1)11 eLeuAsp (OBz 1 ) ValProSer (Bz 1 ) Thr (Bz 1 ) OBz 1 (Mh ) 
tBocGl u (OBz 1)11 eLeuAsp (OBz 1 ) Va 1 ProSer (Bz 1 ) Thr (Bz 
DOBzl (H0») &m®/Wm'?WMVT p-~hU^>P 
JVS£i££UfcBocGlu(0Bzl)IleLeuAsp(0Bzl)ValProSer 
(Bzl)Thr(Bzl) SDCC-HOBt mt£K)7 7>f*> 

[0 0 3 1] FAB-MS 2 2 7 7 (M-H) 
73/K##r:Glu(0,99), I led. 08), Leu (1.09), Asp 
(0.99), Val (1.11), Pro(0.94), Ser(0.85), Thr(0.80) 

mm 7 

KTfcfcfc* (7) ©&j«W*«T. 
[0 0 3 2] *Ji«5B«©*j*fcL&*JV>, 

(7) *^iSl/&. rt*5KMnUl'tW7n'f 

$g^:/^F©"&$», BocGly0Bzl(N0 2 ) &aj5S«g£ 

FAB-MS 1 5 3 5 (M-H) 
73/K#«r :Gly(1.05), Glu(0.99), Ile(1.08), Leu 
(1.09), Asp (1.02), Val (1.08), Pro (0.92), Ser(0.8 
8), Thr (0.79) 

mm 8 

&-?\z*%w<Dit$® (1) ©saws*-*-. s&, it 
6tt (2) ~ (7) fecct«wl/t*S*PWBfl:*e* 
•5. 

[0 0 3 3] *sm©fl5#« (1) (lOmg)S^nn 
ft. aM?lWIBie*:Sli:fc«fc, PBS (10ml) * 
0ST?2 0W. 1 SftMftWlVtz. iHR.**5U#7tt 
£©«»*, n«MAIS©»«II«»«J:Vjli/> 

mm • *s«Mi««id:UT«fflwin?**. 

«Tte*Jfi"JiJ©fl:S* (5) ©WW****. Sfc, fls 

£H (i) ~ (4) . (6) . (7) <bzazm*vtc 
jsarcwiwrc**. 

[0 0 3 4] *%W<Dit&® (5) (Sag) , 

b-ffrft^r^Vfrzoy (5mg) s?nn*MK 
1 WIBftJtS'tt&ftfc, £8&it* (1 0ml) £»;iT 
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(8) #M¥4-2 9 7 4 9 4 

13 14 
•^yyV>^mmUW!r^t^^~ : tv : )l'2 5 OUT *Methods in Enzymology H82#, 803(1981) IzMtkZK 

2 0W, 1 5 ftfflttmVtc. #ft$£3'J tf7tt»vr TM. 

i^^xGvicj:D«iM«bTa»ffl*aueiPi«i/fc. d ®if7>-h©ftsa 

■ ffi*N»#JibT$fflWtre8>5. (*> * SWA) SPSS (U >SSWK> TlOiig 

HJI^IO /mUCjgffiU ■€•©^185 0/x 1 £9 6wel 1CD*U X? 

&Tic#§Pj<Dfc£fj (3) ©S^JS^-T. ft l^TV-McAtU 4T^-lft&abTn-7^>^ 

(1) , (2) , (4) ~ (7) feuulcMilfe Vfc. <A\Z#®m®c%*ffi<B&lT' i tlk$i7)V7$> 

#8n?SMflretS. (BSA1%) £JH;L, 3 7"C, H9IUfiWU ^©& 

[0 0 3 5] *^BjODft^® (3) (Eng) , misf 10 (PBS) ftff V»*»K*«D LTS^fTV- 

(5mg) > nl/X^P-JP (5mg) £?DU*M h^fPSUfc,, 

kwku *K«teBSLT*Mis»jsattfc. m* 2) mmmmm 

"t? 1 P#Mffi*8 Stffc&t', iffi^fi* (1 0ml) Sin*. Dulbecco's Modified Eagles Medium KSHRl/fc-*:/? 

X?7>V>tmnWm : £Pt^*f-- : E : T)V2 5 0H PttVfttHRKS 0 m l S±f3©;&&T#KUfc7V- 

T?2 OW, 1 5»WJiMttl/&. $MR*S3U*7tt»V hfeAtU •fcE'vHRMOT (IX 1 0 6 cells/ml) MS 

■f UjrXGVKJ:D5JIWILTftlffflWII*««L £ 5 0 W 1 Jn*., 3 7tHriBI«l#fiU 

ft. ClOWWB. »«WM8lfflc!)l**|fiWW*J:r;jli/hfi tfft. PBST3ia»s*U *$*r»flffi£Rfc£Lfc 

Wfc-*»«l«flWil,T«fflT?nBT?*«. t,0.02 BXEDTAhU^MMreWIUftM 

ftlff 1 1 £iWtU 0. 2 % h U/'«>7 r ^-Tr»fiUTIiWft«tt 

KTK:*5BW«!)ft#«©ttH« <W&S*BWStt©8H a? MLfc. fi*tail:*t. EILDVPSTIS 

[0 0 3 6] *»tH©^^Hfl»#t4, »fi©7-f7 m-rV)>--fBV>-±V>-hV*->0*99« 

tt, »*»fcfefl:*ffl»»T?j£<fflv»6nr^a**t6 [0037] 

T&<3, MAtf#H¥l-309682^, #H¥2-174797^, * 

a 1 



7^ 7n*^ >fc*tt-S«BfflS**0) 
^7^FSf*# 0 0.25 0.5 1.0 2.0(mg/ml) 



EILDVPST 


100 


70 


25 


22 


19 




100 


67 


31 


22 


11 




100 


65 


26 


20 


13 




100 


60 


29 


23 


13 




100 


61 


25 


14 


10 




100 




24 


20 


11 




100 


66 


25 


16 


10 




100 


64 


24 


16 


11 



mmm 2 

[0 0 3 8] *mW<D*7?mmft<D IN VITR 

*T#»t MliKK 1 / 9 S©3. 8%:7X>m;>-t-'J<7A 
ft**., (1 0 0 Orpm , 10M) £UT, 

±JBS*j&*S]t*fcUT£RLfc. £ffl«2 0 0 m 



1 S£^7>FSPSE#2 5 w 1 (max 1. 5mg/ml) ftftl 
A, 3#W3 7 < CTM>*^-M.m 2 0-5 0 
W M ADP (77V-»2U>g§) ttttfe«W22 0 0 

[0 0 3 9] WMMWKX) (1-T/TOxiOO 
To :</?FR»»**i^©S5l* 
T :^7^H^¥#»9t©^S 
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#1^4-2 9 74 9 4 





ADPfflit 


0* g/ml) 


EILDVPST 


27 


2 5 




2 0 


1 7 


ft£&2 


1 6 


1 4 


fc£«J3 


2 1 


2 0 




1 8 


1 9 




1 9 


2 1 




2 2 


2 0 




1 9 


2 1 



[0 0 4 0] 

[0 0 4 1] @E*tJ#^: 1 
m\®%% : 8 

75i^>Mi:N*J875^>N 

Glu He Leu Asp Val Pio Ser Thr 



*B35a©gS : 1 6 
h*B3N- : *Mtt 



[0 0 4 2] SH?ij#^: 2 * 

Glu He Leu Asp Val Pro Ser Thr Glu He Leu Asp Val Pro Ser Thr 

15 10 15 

[0 04 3] E*[#9: 3 75^>hS:N*Jl7?^>r- 
mi(»&2 : 9 30 Efll 

WiF\(Dm : 73/^ Glu Ile Leu Val Pro Ser Thr Gly 

M*n5>- : **R 1 5 



(51) Int. Cl. 5 5»JK# Jr»S#^ FI 

// CO 7K 99:00 



